Endothelial Asymmetric Dimethylarginine Metabolizing Activity" 1 by Sun and colleagues, which deals with the relationship between the activity of asymmetric dimethylarginine (ADMA; an endogenous nitric oxide synthase inhibitor) and its degradation enzyme (dimethylarginine dimethylaminohydrolase 1 (DDAH1)) transcript variants in humans. The results of their study demonstrated that mRNA expression of a novel DDAH1 transcript variant DDAH1-V3 correlated significantly with that of both DDAH1-V2 and DDAH1-V1 in human umbilical vein endothelial cells. In peripheral blood mononuclear cells from healthy subjects, significant correlation was observed between DDAH1-V2 and DDAH1-V3. In addition, the authors indicated positive pairwise correlations between mRNA levels of DDAH1 transcripts in peripheral blood mononuclear cells from patients with acute ischemic stroke and acute myocardial infarction. However, only mRNA expression level of the DDAH1-V1 transcript correlated significantly with intracellular ADMAmetabolizing activity in human umbilical vein endothelial cells. The authors proposed that DDAH1-V1 transcript might be responsible for ADMA metabolism.
Kazushi Tsuda 1
To the Editor: We read with great interest the article "Correlations of DDAH1 Transcript Variants With Human Endothelial Asymmetric Dimethylarginine Metabolizing Activity" 1 by Sun and colleagues, which deals with the relationship between the activity of asymmetric dimethylarginine (ADMA; an endogenous nitric oxide synthase inhibitor) and its degradation enzyme (dimethylarginine dimethylaminohydrolase 1 (DDAH1)) transcript variants in humans. The results of their study demonstrated that mRNA expression of a novel DDAH1 transcript variant DDAH1-V3 correlated significantly with that of both DDAH1-V2 and DDAH1-V1 in human umbilical vein endothelial cells. In peripheral blood mononuclear cells from healthy subjects, significant correlation was observed between DDAH1-V2 and DDAH1-V3. In addition, the authors indicated positive pairwise correlations between mRNA levels of DDAH1 transcripts in peripheral blood mononuclear cells from patients with acute ischemic stroke and acute myocardial infarction. However, only mRNA expression level of the DDAH1-V1 transcript correlated significantly with intracellular ADMAmetabolizing activity in human umbilical vein endothelial cells. The authors proposed that DDAH1-V1 transcript might be responsible for ADMA metabolism.
Current evidence indicates that ADMA might actively participate in the pathophysiology of cardiovascular and cerebrovascular diseases. In a study presented previously, we demonstrated that plasma ADMA levels were significantly higher in hypertensive subjects than in normotensive subjects. 2 In contrast, plasma nitric oxide (NO) metabolite levels were decreased in hypertensive subjects compared with normotensive subjects. Furthermore, we showed that impaired membrane microviscosity of red blood cells might be associated with increased ADMA and decreased NO metabolite levels, suggesting that ADMA could contribute, at least in part, to the microcirculatory disorders in hypertension. 2 Worthmann et al. 3 demonstrated that an increase of plasma ADMA within 72 hours after onset of ischemic stroke might predict a poor outcome. It was also reported that higher levels of ADMA were strongly associated with lower levels of high-density lipoprotein cholesterol in patients with myocardial infarction. 4 Because DDAH1 degradation of ADMA might help against cardiovascular disease in which ADMA levels are elevated, 5 we would like to know whether plasma ADMA levels might be altered in patients with ischemic stroke and myocardial infarction during the clinical stages of the diseases and whether mRNA expression levels of DDAH1 transcript variants might precede or correlate with the changes in plasma ADMA levels in these patients in the study of Sun and colleagues. It would be important to assess more precisely the relationships between plasma ADMA levels and DDAH1 transcript variants and their role in the progression of endothelial dysfunction in cardio vascular and cerebrovascular diseases.
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